. The effective therapeutic plasma concentration of free drug (ETPC unbound , nM) was calculated in Supplementary Table 1 .
A B signal maxima (transients, T) was calculated using a simple matrix system. In (C) all four oscillations (a,b,c,n) are temporally co-incident across the four cells (#1-4) and thus synchronization is maximal (24/24 events, 100%). In (D), the co-incidence of T across cells #1-4 is reduced to 8/24 events (33.3%).
Supplementary Figure 2. The duration of caffeine-evoked Ca 2+ release in Cytiva.
(A) Caffeine (5 mM, arrowhead) was used to trigger Ca 2+ release in non-oscillatory Cytiva (Days 2 and 3) and in Cytiva supporting robust spontaneous Ca 2+ oscillations (Days 4 to 7). (B) The duration of caffeinetriggered Ca 2+ release was calculated and is given as mean ± SE (n > 4 experiments, > 12 cells per experiment). The amplitude characteristics of caffeine-induced Ca 2+ release is given in Figure 1D . * p < 0.05. (A -E) Scatter plots of SALVO outputs against cellular density at Day 7. Linear regression coefficients (r 2 ) and the probability of the slope being significantly non-zero (p) were calculated. Each data points represents a separate cell seeding. , rinsed in PBS and re-suspended in prewarmed RPMI/B27 (37°C) and sorted using 488nm (SIRPA) and 543nm (VCAM) laser lines at 2000 events per second through an 85µm nozzle (BD FACSAria III). As a control for the FACS procedure, non-labelled cells were processed via FACS and were gated on the basis of viability (side-scatter) but were not actively sorted using fluorescence ('non-enriched'). Post-FACS, cells were seeded into 7mm 2 silicon-gasketed Matrigel-coated coverslips as described in Methods.
Results: Viable SIRPA + /VCAM + populations (A) that comprised 14 ± 3% total cell population (B) and characterized by increased TnT positivity (76 ± 4% TnT-positive cells compared with 44 ± 2% nonenriched controls, p < 0.0001) (C) were obtained. SIRPA + /VCAM + CMs exhibited abnormal morphology, reduced axial alignment and decreased intracellular organization of TnT as consequence of the FACS process (D) (arrows depict the lack of TnT organization (white arrow) or the striatal arrangement of TnT (yellow arrow). Scale bar = 20µm. In addition, the FACS procedure reduced cell viability (66 ± 5% and 31 ± 7% viability on Days 2 and 7 post-FACS SIRPA + /VCAM + (n = 6 sorts) versus 97 ± 1% and 96 ± 1% in non-FACS Cytiva populations, p < 0.01 The relationship between E and λ is given by the second order polynomial equation: λ = 1.015+0.0081E+0.00007.5E 2
